


ako requests that> if FDA denies GSKs ~~t~z~~ ~et~ti~n~ the stay not expire until a ~~v~~w~~g 
caurt has ruled on the correctness of that deGis~~~ as long as GSK seeks 60~~ review within two 
wicks af its receipt af the adverse: decisisn. 

haus and crystallin 

dine to make ~~e~t~v~ an 
Inc. (Ap~tex), fix a genes 

x&X until either: 

n, and/‘or decline t 
ce~r~xi~e axeti 

r stereuis~~eri~ mixture t that efiin until final res~~~t~~n of the 
titian. PIN also requests , ifF denies PDT’s citizen ~~t~t~~n, the 

ing co,urt has refed on the; ~~~e~tn~ss of sion as long as 
two weeks of its receipt of the adverse 

ap ve a generic dmg ~~~d~~t 
ings, the active ~~gred~~~t in t 5: generic drug pro t is the ~~sa~e~’ as the 



1 & PSA 1 and CUP- 

ient in the r~f~re~c~ listed drug. ~~~~rally~ a d~~~r~~~~ in the ~hys~~a~ form of an 
lent in. the generic drug ~r~d~~t from the physical farm of the active ~~gred~e~t in 

the r~f~rene~ listed drug, ~n~~~di~g a difference in the ~~stal~i~~ st~~~r~ 
t bar the a~~r~va~ of a ~r~~~s~d geaczic drug product. 
met its burden of ~ruv~d~~g s~~~~ent i~fQrrnat~~n in its 
line ~~~r~xirne ax&Ii in its generic ~e~r~x~rn~ axetil, 

~e~r~xirn~ axetil in the reference listed drug, 
etil dmg product fantails the “same”’ active ~~gr~di~~t as the 
Tablets. FDA’s decision ta a~~~~ve R axy”s ge~e~~~ drug 

roduct is 

at most be the ~~s~rn~~’ as the r~fer~n~~ liste 
et31 drug ~r~d~~t is the “sarng~~ as CSK”s c 

~~~i~ tablets. ~a~baxy~s generic ~~~r~xirne axetil drug roduct also has the ~‘sarne’~ ~~b~l~ng 
as C&in exeunt for d~ffer~~~~s ~~~rnitted by law. FDA”s view of any A.IWA i~cl~d~~ 
ensuring that the ~~~1~~~~~ has the ap iatf: ccmtrols in place with respect to the 
subst~ce and drug UC% In FDA’s view, axy has a~~r~~~at~ controls with resgec 

e drug substance and the drug product. 

r~v~s~~~s rn~~dati~g a stay. ~~e~i~cally, the etitiQ~ers have not dem~~strat~d 
cy ~~~~ds s~~~~~i~g a stay; ~etiti~~ers 1s~ have nut shown that the delay 

r~s~~t~ng from a stay is not ~~tweighed by public health or other ~~b~~~ ~~ter~sts~ 

road-s~e~t~rn ~ephal~s~~r~~ a~tib~~tic. ~e~r~xirne axetil i 
4 isomers A and B, in a fixed ratio. ~~~e~t~y, the ratio of c 



1 tkPSA1 and OlP- 

e sum of the 

redacts (bedim rabbits and Celia for Oral. S~s~ens~~~), 
~aster~~~s~m~r ratio within this range, and it uses am 
in its generic G~~r~~rne ax&l tablets, uses cefirox 

ratio within this rang d it uses, in part, ~~stal~~~~ ce 
m, GSK and ~a~baxy use d~~f~r~~t sical forms of the same a&ive ~~gr~die~t. 

harrna~e~t~~a~ salids can exist in discreet physical forms. 
red a~~g~rn~nts of rn~le~~les and do not possess a distin 

active i~gred~~~t arc known as ~~~~lym~~hs.7’ 
ility of a drug subs~a~~e8 to exist as two or rn~r~ 

ce is not crystal 
ent p~~yrn~rphs or arn~~h~~s fu~ms of a 

ctture regardless af the physical form; 





abet to note that this 
xime aketil) obviates 

that a generic drug pmduGt 
e ax&if wholly or part 

in the USP mormgr 
to the name of the SK ~ai~ta~~s that such 

. The need to addms 
axetil. ~~~~~rap~ to recognize both the ~ry~ta~l~n~ form and the am 

A~~~rd~n~~y~ a drug product whose 
Ily in ~~~talli~e fbm would cu~ply 

ta the bake and d~~~ripti~~ of the drug substance), 
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of issues raised in the 
ments adva 1 ~~tit~~n are s~~i~~ to those advan in the 

I Petition raises e addressed in Se&b 

etil would violate federal law fur tvvo reason. e~~~~a~~y, GSK 
product would not meet the re~~ir~~ s of the Act tkat a 
e same ac%ive ingredient and (2) have the same labeling as the 

~efer~~~~ listed drug. s explanted below, FDA approval of a generic drug ~r~d~~t ~~~ta~~~~g 
~~f~r~x~~~ ax&l ~h~~~y or ~a~~a~~y in crystalline form cubed not viokte t 
reg~~at~~~s. 

of the Act s~e~i~~s that an 
ent is the ~~sa~e~’ as th to whiclh the .AINTDA refers (the 
“). Under section 505 ay refuse to approve an ANT)A 

a listed drug that has only ane active if the ANf3A ~Q~ta~~s ~~s~f~c~e~t 
to show that the active i~gr~d~e~t is t as that af the reference fisted drug. 

as the border to prctvi s~f~~ie~t ~~f~r~at~~n to shaw that the 



osed generic drug ~rQd~~t is 

hese not describe the typ af ~~f~r~ati~~ that 
active ingredient i its proposed generic duct is the sense 

ive ~~gredi~~t in the reference listed drug; nor do they descr type of ~nf~r~ati~~ 
faking its dete~~~at~~~ as to blather A a~p~i~a~t has met 

cient ~~f~~~at~~~ to show the a&ve i 
active ~~gred~~~t h the refer@ 

section %X(i) oft 
approval if the proposed generi %ame as” the r~f~re~~~ 
R 3 14.9Z(a)( 1)). ~p~~~~~a~~y, that ffie term resale ai? 

cause along other things, ~~~de~tica~ in active i~g~ed~~nt~s~.” In its 4.992 final rule A 
A stated that it will ~~~~~s~der an ar;tive ~~gr~di~~t [in a generic drug to 

sake as that of the reference listed drug if it meets the same stan ards for id~nt~ty.” 

1992 fina! ~~a~ly rej e&e at w~~ld have required an A 
ant to demon active ~ng~~di sed generic drug pro 

e i~gredie~t in the r~fer~~~~ listed drug ~~~~x~~~ f: phys~~a~ and them 
that no additi~~al residues cz ~~p~rities Gan result Tom the di~~r~~t xx1 

the ste~~~~~e~ist~ ~~ara~ter~st~~s and s&d state forms Q 
drug have not been 

ted a more flexi preach stating that it will, as ~e~t~~~~d above, G~~sid~~ 
t in a generic d g product to be the same as the active ~~gr~d~~~t in the 
g if it meets the same* sta~d~ds for id~~t~ty.~~ FDA stated that, in mast cases, 
entity are described in the a~t~~~g~ the Agency might prescribe 

~6a~~it~u~a~ standards t at are material to the i ient”s sa~en~ss.7’z~ standards for identity 

25 57 Fed. Reg. 17950 at 17959 (Apd 28, X992$* 

” Id. at XTBSP;-S9. 
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ecisiu~ to revise the s ~~~siste~t with the USP’s t 
s g~~~~a~ly do not address hysical form unle 
t tu the USP’s atte~t~~~.z9 ~revi~~s~y~ tfie USP, in its 



1 Petition at 21) that 033 USp rnan~fa~t~~~~ st~d~d and the FDA standard for 
al are not the same, and it claims that FDA USP 
erely establish a rni~~rn~m t~~s~~~d fur d ity (id., citing 57 Reg. 

17956 at 17959). 

~ti~n~d ~reQiuus~y, FDA ~~~~~~r~d with the USP”s elision to change the cx 
ze both the ~~sta~l~~~ and a rphuus forms of the drug 

reamble to the final rufe on As, FDA states that, in ~~v~e~~~g 
will presider an active in to be the same as that of the 

~~f~~~~~~ listed drug if it meets the same st~da~ds ntity. FDA added that “[i]n most 
basest” tense sta~d~ds are described in the USY? 33 concludes that rn~et~~g C.6’~ standards 
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e 

g ~r~d~~t to be regarded as having the same active ~~gr~d~~~t 
rug substance in a ~r~~~sed generic: d 
drug substance in the r~ferg~~e listed 

ncel as well as ~r~d~ct~ &~~tai~~~g a~hydr~~s an 
stands, to be ~barmace~t~ca~~y ~~~ival~~t*~~ The 4% 
ivalents as, amu~g other thi~gs~ ~~~tai~i~g the same e ~gr~die~t~s). wherefores FDA 

regards different ~~lyrn~r~hs of a dnrg substance as the same active ingredient. 

ed above, d~~~re~t ~~~yrn~r~bs or amQ~huus forms sf a drug substance still have the 
mica1 ~t~~~re r~g~dless of the physical form; they aIsa have the same 



at a d~f~er~~~~ in ~hysj,cal form af 
die&s might prevent a rug fi=om being biQ~~~iva~~~t to the 

val ofthe kU%‘DA), ~~w~v~r~ this difference in 
e generic and r~f~r~n~e Eisted drug ~r~d~~s ~~~ta~ned 

it xvauld mesa that the ~~~~~~~~~~~~ 
physical form of an active ingredient 

the ~a~~~le size of a dnrg substance, which do not result in diffe 
debuts but which can radzxe d~~er~~~es in su~~bi~ity rate, 

~~~~ ~~~ is not i~t~~d~d to preclude or eliminate changes in d W&3. her, its ~ur~~s~ 
height areas of change where additional data sb~uld be ed to justify remain 

same is trve of FDA’s BACPAC f ~~dan~~. rary to GSK's claim, these 
s~~~~~ the ~r~~~sit~~n that a generic ceiko e axetil. dnrg product can be 

“‘same”’ as CeRin only if it has the totally am~r form of the active 
displays different properties such as melting point, ~~ubil~ty~ and 

uld ~~ti~ate~y have an impact on the approval of an ANDA for a 
~~~r~~ ~~~~~~~~~~~. These charac;teristics could ultimately affect the ap 

is based not oaly on whether the active ingredient in the 
is the ~~sarn~~~ as the active ingredient in the reference listed drug, but al 

~~~~~~ is the same as the reference liisted drug. 
he ANDA a~~li~a~t ~r~v~des~ arn~~g other thi 
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t the generic ~~~~~~~~~~~ is the ~~sarn~~’ as the r~~re~&~ listed drug. uw~Qer3 if t 
active ~~gr~di~~t of a proposed ggnerjc drug prQd~~ were to have a di~~r~~t p~lyrn~ 
thaw the active ~~g~edig~t in the reference listed drug, and this differ~~~~ af?‘ected the 

~bara~t~r~sti~~ of the drug oduct, then FDA might not approve the generic drug p~Qd~~t~ 
espite the facet that the proposed nerk drug product ~~~tai~~d the same active i~gr~d~~nt as 

the referents listed drug. 

ucts in which the physical form af the active 
active ~~gr~di~~t in the reference listed dru 

FDA has approved generic drugs whose active i 
h the active ~~gr~d~~~t of the reference listed d 

stature, and vice versa. For example, uPont Pharma’s ~~~rnad~ 
form of warfari~ s~di~rn~ one ;of the approved generic drug products ~~~ta~~~ w~fari~ 
the ~u~huus form. The USF m~~~grapb for Warfari~ S~d~~rn states that it is “an 
s solid QX a ~~sta~l~~e c~athrate.~~39 FDA also has approved generic drugs that ~~~tai~ 

active ingredient in a different ~~~tal~i~e form from the 6rystall~~~ form contained in the 
r~f~r~~~~ listed drug (e.g., fam~tidi~e, ra~~tid~ne). 

rugs in which the activ 
s~~vat~~~ or hydration. 

apprQQed a ter ide a~hyd~~~s prudent as a generic version ofM 
~.,ab~rat~r~es’ te oxide dihydrate prudent; thr= USP has p~Qp~sed a 
substage monograph for Terazosin ~ydr~ch~~ride.4~ 

FDA”s s&i~~ti~~ ertise and experience diff~r~~~e in the physical form of 
the active ~~gred in a generic drug pro ical form of the active i~gred~~~t in 
the ref~r~~~~ Iisted drug, including a diff~r~~c~ in the crystallize st~~t~re of the active 
~~gred~~nt~ does not prevent a finding of therapeutic equiva 

13 



42 fd. at IO. 





A’s general policy is that di~~r~~t of a drug substance do 
ctive in~edi~~t~~ As dismissed el 

s c~nc~~si~n that arn~r~h~~s c~~r~xirn~ 
Ily ~~stalli~~ ce~r~xime ax&l, with sig 
eligibly for AIYDA a~~rQva~~ a generic axetil 
redient in arn~r~~~~s form. As in any ANIDA review, I; 

a ~r~~~sed generic c~~r~xirn~ ax&it dru prod~~ unless the ma~~fac~rer institutes 
r c~~tr~~s are ~~c~ssa~ ta ensure that the roduct meets the rg~~irgrng~ts of the Act and 

ding ” sameness. ” 

~a~baxy in the 
ally c~sta~~~~e 

does xlot have the same active ingredient as Cefiin. 

~tat~rn~~ts that ~a~baxy has made in the patent i~~i~g~rne~t case suggesting that its drug 
ent active i~g~edie~~ thaa ~~~i~ are not directly relevant to FDA’s review of 
The results of a patent infri~g~m~~t suit have no direct bearing 0x1 

e sameness iof a ~r~~~s~d generic drug product under $ 3 14.92 
et~rmi~i~g 6isam~~~ss~~ under federal patent law are d~~er~~t 

AC% and FDA r~~lati~~s for determining ‘~sarne~ess’~ for ~~r~~s~s ~fg~~~ric 
) in enacting the Drug rice ~~rn~etiti~~ and aknt 32~3~~ ~estQratiun Aa 

(Waxma~~~at~h Act), Public Law 98-4 17 (1984), which expanded the universe of drugs 
for while FDA would accept As, ~~~gr~ss ~~~tem~lated that generic rnan~fa~t~r~rs would 
d~v~l~~ dogs that would not i~f~~~g~ on existing latest ctn the reference listed 

e the in some s~g~i~ca~t way for the ~~r~~ses of pate 
er setting SOS(i) ofthe Act. Indeed, the Waxman 

falterers to develop d 
agraph IV c~~i~cat~~~ r section ~~~~)(2)(A)(v~~)~I~ of 

xe, that seemingly contra ry ar~me~ts might be made in a 
latest infringement case and in s~~~~~ lofan AJ?DA. 
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etitio~ at 6) that the tankage ~~s~~ for Cefh descri es the active ~~gr~die~t 
iarg “‘in the arn~~h~~s form.” GSK G~~t~nds that product ~~~1~~ 0~ 

iaXly ~~rn~~sed of the c~stal~i~~ form of c~~r~xirn ut the re~~~r~rnent that 
e of an AI%DA product be the same as that of the ed drug- GSK 6untgnds 

that under 21 CFR 3 ~4,~4(a)($)(~~), the anty ~~rrniss~bl~ diff~re~~~s in ~ab~li~g are d~ffere~~~s 
in 66exp~rat~on date, fcr ]tation, b~~ava~~ab~~ity~ or ~harrna~~ki~et~Gs, labeling r~vis~~~s made to 
comply with cement labeling ~~d~~~~es or Qther g~ida~ee, or ~rn~ssi~n of an iadicat’ 
other aspzt of labeli oretied by patent ur accorded ex~~~s~v~ty~ . . Tf GSK rna~~tai~s e 
issue af arnu~h~~s versus ~~stalli~e is a di nce in active ~~gr~d~e~t, nat of f~rrn~~at~~~, 

3.5 ~~~~rns are rnis~~a~~ . The Act respires t that ““the ~abe~~~g 
sed for the new [germ ic] drug is the same the misted. drug. I . 

except far charges regeared because of d~~er~~c~s approved under a ~~t~t~~~ filed under 
[~~~~)(2)(~) &the Act] c3r because the new drug and the listed drug are ~r~d~c~d or d~str~b~t~d 

different ma~~faGt~r~rs. ” See section ~~5~)~2)(A)(v) ofthe Act; see ~Lw sec%ion 
~~)~4)~~) of the Act4” 



lain lan~age of 
in ex~irat~~~ date, 

of the p~rrn~ssib~~ laboring 
cts is i~~Qrr~~t. As noted above, 

ovides, among other things, that ’ tnces betwixt the ap~~~~a~t’s 
approved for the r~f~r~~~~ listed 
and the reference listed drug are 

n lists the as 

also ~~nt~~ds (GSK ~~tit~~~ at 6) that a generic pro ct whose active i~gr~d~~~t is w 
ally in ~~stall~~e form would be ~~ap~r~vable because the generic drug wsufd h 

a d~ff~r~~t name thm the Iisted dnrg, due to its failure to meet the ~~rr~~t U2T.P 
. GSK nates that, under 2 1 CFR ~9~,~~a), ““[t]he name by w ich a drug is desig~a~~d 

early d~st~~g~ish~~g and differentiating from any name recog zed in an ofEcial 
~~rn~~~di~rn unless such drug complies in identity with t identity ~res~r~b~ 
~~rn~e~d~~rn under such r~~~g~iz~d name.” GSK argues at laboring a drug 

xre ~~~r~x~rne axetil as ~~~~f~r~xirn~ ax&A” would ~~~st~t~te misbranding b~~a~s~ the 
would not comply with the standards fox ~dg~tity in the USP. 



That the roxime ax&l. m~~~graph~ now specify that a ~e~r~x~rne axetil drug ~~b~ta~~~ 
QT drug t is to be labeled to state the pby~~~a~ form of the active i~gr~d~e~t does not rn~a~ 
that the nt physical fQrms are ~~der~t~~d ts be d~~~r~~t active i~gr~die~t~* The USP 
~~~~d have treated separate monographs for the am~rph~~~ ~e~r~xime ax&if drug ~~b~ta~G~ and 

e ~~~r~xime axetil drug ~~bsta~~~ (and done the same for ~~~r~xirn~ ax&l tablet~).~~ 
~~t~ad~ the USP decided to include ~pe~i~cat~~~~ regarding the physical form ofthe active 

edient in drug ~~b~ta~c~ and drug product gabbling, Moreover, as explained earlier, this 
rence in the phy~~~a~ form of ~e~r~xim~ ax&l is a rmissible d~~~r~n~~ under the Act for 

of generic drug approvals. The labeling di ences r~~~~t~ng from the fact that a 
g product acid the r~f~r~nc~ listed drug are praduced or d~~~r~b~t~d by different 
ers are labeling differences permitted by law. 

As it does with any g~~~ri& drug prudent, A will require appropriate c~ntr~~~ on the 
e of any pr~p~~~d ~~~r~x~rne axetil drug product 60 the active ingredient in 
deafly ~~~ta~~~ne form. In the process of reviewing s, the Agency a~~~~~~ 
riate ~~~dard~ of prudent quality are met, Every icant must ~~~~~li~~ 
ns and m~tb~ds to ensure the identity, ~tren~~ urity of its proposed 
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hes to its petition (in exhibit E) a yrxa, ~ha~rpers~~ of 
Science Adv~sury C rn~tt~~ (Bym De . GSK states (GSK 

~t~ti~~ at 8) that Dr ~~nd~~ted a study of various s~~id~stat~ farms of ~~~r~xime axetil 
st~gati~g the Need to Set ~~cepta~c~ criteria for P~~ym~~hism in 

rug Products) ofthe ICH Q64 draft guidance. GSK ~~~t~~ds that 
I-B GSK’s positive that ~e~r~xime ax&i1 drug p~~d~~ts ~~~~a~ni~g 

rn~~~t would likely have duality ~h~a~t~r~sti~s that di 
es (GSK P~tit~~~ at 9) that Dr. Bym’s data show that 

65-fuid, 
syrups data, GSK maintains that the d~~~re~t~al s~~~bi~ities of the crystallize 

vary markedly from one batch to t 
there were ~~d~r~y~ng variation in the relative p~~~~n af the ~~sta~~i~e isamers. ~h~refQre~ 
GSK claims that the need for robust a~al~i~a~ controls for release and stability testing is evident. 

stages (CSK Petition at 9) that biQava~~ab~l~ty d~ff~re~~es between ~rysta~~~~~ an 
chars ~~rrn~ of ce~r~x~rn~ axetil a~ti~~~ated by Dr. Byrn are c~~~rrn~d by in v 

kiting four studios that C&SK ~~~l~d~d as a~achme~ts tc~ its petiti (GSK Petition at 9-40 and 
f~~t~~tes 9, 11-13). four studies cited are of ~~esti~~ab~e r Vance to determinist the 

of a oxime active ingredient in wholly at 
axially ~~sta~~~~e form to the reference listed drug, CeRin, F wing are summaries of those 

eddied and FDA”s assessment of their relevance. 
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~~~r~x~rne axctil from the ~~st~~l~~e maternal is less bi~avai~ab e than that gum. the 
amorphous material. The study slowed that ~~~rQx~rne axetil b~~ava~~ab~~~ty was 

le whether the crystalline form or am ~CH..IS form was adm~~~st~red as an oral 
ensicrn because the di~ere~ces were not s n to be statistically sig~~~&ant. 

“s assessments T e ~~d~~gs from study No, 
ity was c~mp~abl~ whether the ~~sta~l~n~ farm or ~urph~~s form 
as an oral ~spe~si~~~ ~th~~gh the findings &om lady No. 
w some statistical sig-ni ce:, this may be due to the fact that there is 

axetit b~~ava~ Ity from the oral ~sp~nsi~~. In Study No. 
ts fasted, and ~e~r~x~me axetil bi~ava~lab~l~ty fram the ~~sta~li~e 

ly lower than from the am~~h~~s. In Study No. ~~~~~~2 1, 
s~bj~cts wert: fed, and there was no sig~~~~a~t d~ff~re~~~ in ~e~r~x~rn~ ax&l AUC an 

2f 



(3) 
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~rysta~li~~ and am~~h~~s forms ;of ~e~r~x~rne axetil, it appears that GSK submitted 
study to sipped m ~g~rn~nt that i~~~rnp~~t~ abs~~ti~~ of the ~~sta~~~n~ form is 

s~~~at~d with toxicity. GSK did not, however, provide c * ing ev~de~~~ to sipped 
is stat~rn~nt” GSK stiggests that v~~~~t~~r #3’s gastr~i~t adverse event was 

to the i~~~rnp~ete abs~rpt~~~ of ~~sta~l~~~ ~~~r~xirn~ axetil. However, 
netic data showed that ce~r~xjrne axetil systemic ~xp~s~r~ in this subject 

rester than the mean ~xp~s~r~ of the other subjects. 

is not relevant to s p~t~t~~r~ because it 
of various rn~~~r~s of crys c~~r~x~rn~ axetiX 

The study did include tr~atrn~~t with the arn~~h~~s form of 
ce~ruxjme ax&l- 

IX P~t~ti~~ at 17) that ““there is no basis in scxmd science . 1 . the inferior 
stab~ity, a~t~vity~ sol l&y, and ava~~ab~~ity ~~crysta~l~~ ~~~r~xim~ ax&it, or a rn~~~r~ of 

e axetil, can ~*e~iab~y be rn~d~~~d by any Kevin te~h~i~~~ 
oxime ax&l. ” PII1 airrther states (id,) that ” roval C4f 
baxy and any other app~~~a~t] c;tn the basis o 

obtested that they have been able ta ~~~~~i~h and re~r~d~Ge what 
histi~at~d e&tics have not wc>uld abandon s~ie~~~~bas decis~~~mak~ng in the interest af 

~~~n~rni~ ~xp~d~e~~y and ignore the clear statutes mandate r~~~~r~ng ~same~ess. *” 

disagrees with PDX”s ~~~~1~~~~~s about the relevant science in this matter. As stated 
ve, FDA is obligated to follow the Act and FDA ~~~lati~~s in d~t~rrn~n~~g whither it may 

posed generic drug product. If the generic applicant vides s~f~6~~~t data and 
ion on rna~~fa~~ri~~, c~~d~t~~ns of use, active ingr 
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d other matters ~~~~ssa~ for approval alder set ) cfthe Act, FDA must 
e ~x~ste~~~ of published literature that may reach a di~~rent 

ut whither wholly or pa~~al~y ~~sta~~~~e forms ~fc~~r~x~rne axetif are 
o the arn~~h~~s form ~~~trib~t~s ts FDA’s of e~~r~x~~~ 

so this i~f~rmat~~n is usefil in assessi As. The A~~~~y’s 
for a proposed generic cefixro ax&l drug product is based cm 

he applicants as assessed using .A?3 expe~jse and ~xp~rie~~e. F 
atian in Ranba~~ s AN13A. T Agency ~~n~~~ded that Ra~baxy 

e r~~~ir~rn~~ts for approval, i~cl~di~~ demonstrating that its ~e~r~~~rn~ axetii drug 
KS Cefiin. ~~reQv~r~ FDA will not, “‘in the i~t~~~st ~f~~~~~rn~~ 

r reason, abandon the scientific pr~~~~ples that guide its 
FDA is acutely aware that it c not ~intai~ the 

in the safety arid ~~~~t~ve~~ss of generic drugs Agency does nat has 
elisions an sound science. 

rna~nta~~s (~~~ Petition at I X) that even if FDA were i~~l~~ed to errnit tJ3.e use of 
~~stal~~~e ~e~r~x~rn~ ax&l in generic ~e~r~x~rn~ axetil pr~d~~ts~ ~~~s~ste~t and reliable 

nce would require str~~~~~t acceptance criteria to ensure that there was no 
QT stability-related variation in (1) the ratio of crystalline to arn~rph~~s drug, 

stere~~s~m~rs, and (3) the ratio of p~~ym~rphs. GSK ~~~t~nds that for both 
nd the drug s~bstan6e, standard pe~~rrna~~e t~st~~~ a me is inadequate, $0 

there must be ~~~t~tat~v~ a~al~i~al i=ontrals. 

s state eve, ~va~~at~~~ of the adequacy of ~~~tr~~s is part of FDA’s normal 
pr~cess~ The Agency m es d~t~rmi~at~~ns reg he need for such ~~~~~~~ 
sp~~~~~ ~r~3~~~~~ relying on i~f~rmati~~ available gh referenced drug master fifes and in the 

It is these appli~ati~~~base ata that are used to evaluate the ad~~~a~y af 
osed drug product. FDA aGk~~wl~d~es that 
rug product might affect the ~hara~ter~sti~s of 

. The Agency takes these issues into ~~nsiderati~~ during the review process. 
hardness of the controls that C&XL uses for its Ceftin pr~d~Gts, FDA will require a 

~~~tr~ls as a ~~~d~ti~~ of approval for any proposed generic product ~~~t~~~~~ ~~stall~~~ 
~ef~r~x~~e axetil. These controls may be different from and/or additional to the controls for 

akin ~r~d~~ts. With respect to Ra~ba~y’s cc axime axe 
castrated that it had ~stab~~sh~d a~~r~~~at 

its product< 

June 4, 200 1, s~p~~ern~~t to its p~tit~~~~ GSK repeats its stand 
rna~G~ testing alone (e.g., d~ss~l~t~~~ tasting) is inadequate to 60 

in the s~~id~state form of &e~r~x~rne axetil in f~rrn~lat~~~s t 
r~p~~i~~ of ~~sta~l~~e drug substance (June 4 GSK Suppf. at 3). But GSK states that ta the 

blent t iss~~~t~~n testing does have a role in helping to monitor and replate the reality of 
c~f~r~x~me axetil tablets, SUG~ testing must not be ~~mpr~rnis~d. Without citing any s 
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ector’s statement and the I99 
Acting Directar rnc32ly ed the general pri~Gip~e, as 

~~~~~~ ~uu~, that the form of a drug sub ame is nat r&3vant to a 
ether a generic drug pr s the same active i~~r~d~~~t as the ref~r~~G~ 

1s. Altb~~~h the 1992 pr~arnb~~ does allow 
s, require add~t~~~a~ st~d~ds for ~~stal~~~~ 

st cases, the standards wilt be s~~~ie~t - a prin 
e~~~va~e~~e of di 

10 GSK Suppl. at 4) that the pre 1% statement about add~t~~~al standards 
ude than the Pb~t permits. GSJ(. b~l~~v~s that an A~~nGy ~~s~ti~~ that it 

ore d~~~r~~G~s between ~~stalli~e and amurphQ~s active ~~~r~d~e~ts where those 
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stat ut ~r~sGr~bi~g add~t~~~a~ ~d~~t~ty sta~d~ds. 
statement says that “in s~rn~ basest ~~~s~r~b~ add~t~~~al sta~d~ds that are rnat~r~a~ 

i~gred~~~t~ s sameness~ “” This does not suggest that e Agenq may simply ignore 
ces in the physical furm of an active ~~gred~~~t, Rather, the stat~rn~~t gives nc&ce that 

certain ~ir~~rnsta~G~s~ irn~~s~ standards for identity bey~~d those s~e~~~~d 
~~al~y~ if FDA were to ~~~~l~d~~ based an available ~v~d~~G~~ that an 

d WEZ material to the same~~ss of an active ~~gr~d~~~t~ it would require that a 
rug ~r~d~~ me&. this st~d~d befure it could be ~~g~ded as having the same 

dient as the r~fer~~~e listed drug in a~G~rda~~~ with secticm ~~~~)(4)(~) of the Act 
2(a){ 1) Thus, the statement on additional ~d~~t~ty stan s is tilly ~~~s~st~nt with 

A’s 

d esters of the same th~ra~e~tiG moiety are regarded as d~ff~r~~t activ 

nts beczwse they have different chemical ~t~~t~re~ and, qirite o&erg different ersl; 
FDA has long regarded Gh~rn~~al st~Gt~r~ as being ~~darne~tal ta the identity 

adient. FDA regards d~ff~r~~t salts and esters -of the same 
aceutical alternatives rather t ~rnaGe~t~Ga~ ~~~~val~nts~ 59 On 

c3f an actkve ~r~~a~~~~rn~~~~ 
re ilz physical form) apf eutical e~~i~alent~,~~ 

28 





~Qs~d generic drug pro 
i~gr~di~~t that has a different ph m that ~ont~n~d ira the r 

Petition. These are: (I) that FDA stay the 
ding ANTDA for a generic d g ~~nta~~i~g a rn~~ of arn~r~h~~s and 

e ax&f ur~ti_f eitker 30 mouths from the date cm 
on against that a~~~~a~t, Qr the date on whit caurt inters a CEinal 

d~~~ari~g GSK’s ’ 18 1 patent to be invalid and/or not ~nfr~~g~d by that 
- and (2) that the Agency ~~~t~at~ a ~~erna~i~g ~r~G~~d~ng ~~~s~~~t tc, 

USC, 5 553 to ~~ab~ish standards for ~~~s~d~rat~~n of ANTIAs that seek al ~fd~g 
rodents that ~~~t~~ a d~ff~r~~t ~~stall~n~ form and/or different xture of an 

active ~~gr~d~ent fi;arn that ~~~t~n~d in a reference listed drug. Fz;lr the reasons d~s~~ss~d below, 
FDA denies both af these requests. 



because Ceftin is an ~tib~~~~~ that was 

patent. 

ition at 26) that the fact that GSK’s ’ 18 X latest ;an ~~~r~x~rn~ axetil is 
in the ~~~~~~ aunt does not render that patent any less d~~~~~ng of 
listed patents and does not aker the pubfic polky ~~~~~rn~ s~p~u~i~g 

of a stay. 115, s~~~~~ of its a nt, PDf states that ~~~A did not i~~~~d~ 
S)(B) ufthc Act bang thos drug pr~visi~~s that wifl HQJ? aptly to 

As for which the ~~f~r~~c~ listed drug at issue: was an a~t~b~~~~c drug that was a 
e&ion 507. PDX maintains that if Congress had intended to 

) from applying ts AINDAs for generic 
ion 507, it coufd have mandated as much by 
at~tu~ pr~vis~~~s that would not appXy to such 

drugs. 
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far stay of action, GSK asks FDA to stay the raval ~fa~y approv A or 
licatiu~~ or decision to approve any new or p AsIJz)A Qf ~~~(~)~2) 

for a dnrg ~r~d~~t that includes ~~~r~xirn~ axetil in e~stallin~ form until final 
tion afthe issues raised in its ~iti~~~ ~~titi~~. PI31 (PM P~tit~~~ for Stay at 2) bra 

igMy ts i~~l~d~ staying the approval of new or ~~~di~g a, 
ncludes ~~~r~xirne axetil with a different stereuis~m~ri~ m 

eti~i~~~rs request that, if FDA denies the ~etiti~~s~ the st ot expire until a 
reviewing ccwt has r&d on the ~~~~~tn~ss afthe decisions as long as petitioner seeks ~~~~ 
ravish within two weeks s;;f its receipt of the adverse decision. 

maintains ~~eti~i~~ for Stay at 3-4) t 
stay under 2 1 CFR I~,3~(e)~~)~(4). 65K states that it will suEer irr~~ara~le injury ~e~a~s~ 

re~~tati~n of CeBi.ln ~r~d~~~s will be diminished and GSK will lose sales to generic ~r~d~~ts. 
tes that its citizen petition shows that its case is not ~iv#l~~s and is well grounded in 
le law, and the ~~titiu~er adds that it is ~~rs~i~g this matter in good faith. C&SIC 

&u~tends that i d~m~~strat~d saved public pslicy grou ds far a stay because it believes that 
~~rmi~i~g the etiBg of c~~ruxime axetiE. ~r~d~~ts containing ~~stal~i~~ drug s~~sta~~~ 

~Qntra~ tu law and could put patients at risk unless sig~i~~a~~ testing aEd tight 
quired. Finally, GSK maintains that a stay would not be ~~tw~ig 
ublic interest because it believes that there is 
are not clinically tb same as the innovator pr 

Petition for Stay at 4-E;) ~r~s~~ts very similar arguments in support of its request for a stay- 

A will grant a stay only when tr!! tke provisions set forth in 3 
FDA has ~are~lIy considered all the arguments raised and i~f~rma 

s and PDT”s citizen etitbns and s~~~lernental s~~rn~ssi~~s. FDA denies 
petitions fur stay. 
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~~~h~r~~r~~ the delay re lting from the stay would be ~~~e~ghed by the Dublin ~~t~~~s~ in I * a safe a el!Tfkctive generic drug prsr es that ~anbaxy has met its 
~r~v~di s~~~~~~t ~~f~rrnat~~~ in its A TV demonstrate that the c 

ax~t~l in its generic drug roduet is the ~~sarn~~~ as the ~~~rux~rn~ axctil in Cetiin. 
~rn~~s~rat~d that its prc~ ct is b~~~q~iva~~~t ta Ceftin an s product meets the 

~~c~ssa~ for a~~r~va~; Ranbaxy”s generic= c oxime axetil drug p 
use rzo greater risk to patients than GSKs ~~~~~. relapse the ~~t~ti~~~rs have nnt met afl the 

r~q~~~~~me~~s for a stay under 9 l~.~~(e~(l)-(4)~ FDA denies the pet~~~~~s for stay? 
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